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CLAIMS 



10 



1. A pharmaceutical composition comprising desglymidodrine or a pharmaceutical ly 
acceptable salt thereof together with one or more pharmaceutical^ acceptable excipients. 

2. A composition according to claim 1, wherein desglymidodrine Is selected from the 
group consisting of (±)-c-(aminomethyl)-2,5-dimethoxy.benzenemethanol (± ST 1059), 
(+)^-(aminomelhyl)-2,5-dimethoxy-benzenemethanol (+ ST 1059), (-)-a-(aminomethy!)- 
2,5-dimethoxy-betaenemethanol (- ST 1059), or mixtures thereof 

3. A composition according to claim 1, wherein desglymidodrine is present in the racemic 
form (RS), in the enantiomeric form (R), in the enantiomeric form (S) or in mixtures 
thereof. 



15 4. A composition according to claim 3, wherein the therapeutically active enantiomeric 
form of desglymidodrine is (\)-*(aminomethyl).2,5-dimethoxy-benzenemethanol (- ST 
1059) or the (R) form of desg\rfWodrine ((R) ST 1059). 

5. A composition according to an^ of the preceding claims, wherein at least 90% w/w such 
20 as, e.g. , at least 95% w/w, at least\97% w/w, at least 98% w/w t at least 99% w/w of 

desglymidodrine is present in the therapeutically active enantiomeric form. 

6. A composition according to any of the preceding claims, wherein desglymidodrine is 
present in the form of a pharmaceuticallV acceptable salt such as a salt formed between 

25 desglymidodrine and an inorganic acid such as e.g., a hydrochloride, a hydrobromide, a 
hydroiodlde, a nitrate, a nitrite, a H a P0 3 salk a H 3 P0 4 salt, a H2SO3 salt, a sulfate, a 
H2SO5 salt, or a salt formed between desglyrhidodrine and an organic acid such as 
organic acids like e.g. H 2 CO a , acetic add, C 2 h\cOOH, C,H 7 COOH, C 4 H 9 COOH, 
(COOH) 2 , CH 2 (COOH) 2 , C 2 H 6 (COOH) 2 , C 3 H 6 (C0OH) 2 , C 4 H a (COOH) 2l C 5 H 10 (COOH) 2 , 

30 fumaric add, maleic add, lactic acid, citric acid, tartaric acid, ascorbic acid, benzoic add, 
salicylic acid and phthalic acid. 

7. A composition according to any of the preceding claims for oral, buccal, rectal, nasal, 
topical, vaginal, ocular or parenteral use. 

35 
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8. A composition according to any of the preceding claims in the form of a solid, semi- 
solid or fluid composition. 

9. A composition according to claim 8 in solid form, wherein the composition is in the form 
5 of tablets suchW e,g. conventional tablets, effervescent tablets, coated tablets, melt 

tablets or sublingual tablets, pellets, powders, granules, or particulate material. 

10. A composition according to claim 8 in semi-solid form, wherein the composition is In 
the form of a chewing gum, an ointment, a cream, a liniment, a paste, a gel or a hydrogel. 

v 

1 1. A composition according to claim 8 in fluid form, wherein the composition Is In the 
form of a solution, an emulsion, a suspension, a dispersion a liposomal composition, a 
spray, a mixture, or a sy 

15 12. A composition accoixlingtto any of claims 1-7 in the form of a delivery device such as, 
e.g. a lens, a plaster, an im^nt or a bioadhesive device. 

13. A composition according to any of claims1-1 1 in unit dosage form such as, e.g., a 



20 



multiple unit dosage form or a single unit dosage form. 

14. A composition according to claim 13, wherein the unit dosage form comprises a daily 
dose or a part of a daily dose of desglymidodrine. 



15. A composition according to any of the preceding claims comprising one or more 
25 further active drug substances and/or one or more enhancers. 

16. A composition according to claim 15. wherein the further active drug substance is 
midodrine or a pharmaceutical^ acceptable salt thereof. 

30 17. A composition according to claim 15, wherein midodrine is present in the form of (±)-2- 
amino-N-(P-hydroxy-2,5Klimethoxypheneth\l)acetamlde ( (+)-2-amlno-N-(|J-hydroxy-2,5- 
dimethoxyphenethyl)acetamide, 
dlmethoxyphenethyl)acetamide or mixtures thereof. 
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18. A composition according to claim 15, wherein midodrine is present in the racemic form 
(RS), in tha enantiomeric form (R) r in the enantiomeric form (S) or In mixtures thereof. 

19. A composition according to claim 18, wherein the therapeutically active enantiomeric 
5 form of midodrine is (-)-2-amino-N-(p-hydroxy-2,5-dimethoxyphenethyl)acetamida or the 

(R)form ofmlaodrine. 

20. A composrtioVi according to claim 18 or 19, wherein at least 90% w/w such as, e.g., at 
least 95% w/w, aftleast 97% w/w, at least 98% w/w, at least 99% w/w of midodrine is 

1 0 present In the therapeutically active enantiomeric form. 

21 . A composition according to claim 9, wherein the composition Is In the form of tablets 
having a disintegration time of at the most about 2.5 min such as. e.g at the most about 
30 sec, at the most aHoik45 sec, at the most about 1 min, at the most about 1.5 min or at 

15 the most about 2 min. 

22. A composition accorAng to any of the preceding claims, wherein the composition has 
a shelf-life at room tempeteture of at least 6 months such as, e.g. at least 1 year, at least 
1 .5 years, at least 2 years.^t least 2, 5 years, 3 years, 4 years or 5 years. 

20 

23. A composition according Vo any of the preceding claims, wherein the release kinetics 
of desglymidodrine from the imposition corresponds to that of a plain release tablet. 

24. A composition according to bny of the preceding claims, wherein the release kinetic of 
25 desglymidodrine from the competition corresponding to a zero or a first order release, a 

mixture of zero and first order release, or any other order of release such as, e.g. 114, 
second, third or fourth order releas 




25. A composition according to any 6f the preceding claims, wherein the composition Is 
30 adapted to release desglymidodrine ih such a manner that a relatively fast therapeutic 

effective concentration of desglymidoJfine is obtained after administration of the 
composition. 

26. A composition according to claim 25| wherein the composition is adapted to release 
35 desglymidodrine relatively fast in order to bbtain an onset of action at the most 15 min 
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after administration such as, e.g. at the most about 1 min, at the most about 2 mln, at the 
most about 3\rrin, at the most about 4 min f at the most about 5 mln, at the most about 7.5 
min, at the most about 10 mln or at the most about 12.5 min after administration. 

5 27. A composition Wording to claim 25, wherein the therapeutically effective 

concentration is obtained within 90 min such as, e.g. within 60 min, within 45 min, within 
30 min, within 20 min, Whin 15 min, within 10 min, within 5 min from administration of the 
composition. \ 

10 28. A composition according to claim 25, wherein a relatively fast peak plasma 

concentration of desglymidodrine is obtained about 1 min - 6 hours such as, e.g. about 5 
mln - 6 hours, about 10 min - houYs, about 15 min - 5 hours, about 0.5-6 hours, about 
1-6 hours, about 2-5.5 hours, or\boiA2.5-5.2 hours after administration. 

\¥ 

15 29. A composition according to any irf Alaitas 1-24, wherein the composition is a controlled 
release composition* \ 

30. A composition according to claim 29, Wherein the composition is adapted to provide 
desglymidodrine in such a manner that a therapeutically effective concentration of 
20 desglymidodrine is maintained for at least abbut 2 hours after administration such as, e.g. 
at least about 3 hours, at least about 4 hours, a least about 5 hours, at least about 6 
hours, at least about 7 hours, at least about 8 hours or at least about 9 hours after 
administration. \ 

25 31. A composition according to claim 29, wherein theVomposrtion is adapted to release 
desglymidodrine in such a manner that a therapeutical^ effective plasma concentration of 
desglymidodrine Is maintained for about 4.5-14 hours sufch as, e.g. about 6-14 hours, 
about 7-14 hours, about 8-13 hours, about 9-13 hours, ab\ut 10-14 hours, about 10-13 
hours, or for at least about 4.5 hours, at least about 5 hours\at least about 6 hours, at 

30 least about 7 hours, at least about 8 hours, at least about 9 hWs, at least about 10 

hours, at least about 1 1 hours, at least about 12 hours, at leasfabout 13 hours or at least . 
about 14 hours. \ 

32. A composition according to claim 31, wherein the plasma concentration of 
35 desglymidodrine from the controlled release composition is maintained at a relatively 
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constant le\£i for about 4.5-16 hours such as, e.g., 6-14 hours or such as, e.g. for at least 
about 5 houA at least about 6 hours, at least about 7 hours, at least about 8 hours, at 
least about 9 Moure, at least about 10 hours, or at least about 11 hours. 

5 33. A composttion\according to claim 32, wherein the relatively constant level n is ± 60%, 
such as, e.g., n ± 5(3%, n ± 40% f and wherein n Is the plasma concentration in ng/ml and 
monitored In healthy persons. 

34. A composition according to any of claims 29-33, wherein the release pattern of 
10 desglymldodrine from th^controlled release composition - when tested in vitro using 
Dissolution Method I, II, lllW V or VI described herein - is: 

1 -1 5% w/w is released from the ^posrtion within the first 30 min after start of the test, 

10-35% (25%) w/w Is released i^ut\o min after start of the test, 
15 1 5-40% (35%) w/W is released afcraut 1 hour after start of the test 

20-50% (39%) w/w is released ab6ut 2 hours after start of the test, 

20-55% (47%) w/w is released about 3 hours after start of the test, 

25-75% such as, e.g., 25-65% (53%) Ww is released about 4 hours after start of the test, 

30-74% (66%) w/w is released about eViours after start of the test, 
20 40-95% w/w such as, e.g., 45-85% (80%) w/w is released about 8 hours after start of the 

test, \ 

65-100% (93%) w/w is released about 10 hours after start of the test, 
75-1 10% (100%) w/w such as, e.g. 9(M10%\v/w is released about 12 hours after start of 
the test. 



25 



30 



35. A composition according to any of claims 29-34, wherein the composition contains 
mldodrlne or a pharmaceutical^ acceptable salt thereof and wherein the release rate of 
midodrlne from the controlled release composition fallows the patterns claimed for 
desglymldodrine in claim 34. 



36. A composition according to claim 29, wherein the composition contains midodrlne or a 
pharmaceutical^ acceptable salt thereof and wherein the release rate from the controlled 
release composition of the sum of midodrine and desglymldodrine calculated on a molar 
basis follows the patterns claimed for midodrine in claim 34. 



35 
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37. A composition according to claim 29, wherein the controlled release composition 
comprises at least twotaarts such as at I ast a first and a second part, ach part contains 
desglymid drine and We first part being adapted to release desglymidodrine in a 
controlled manner during the first 0-14 such as, e.g. 0-1 1 hours or 0-8 hours after oral 

5 intake and the second part being adapted to release desglymidodrine, starting at least 6 
hours after oral intake. 

38. A composition according to claim 37, wherein at least one of the at least two parts is 
present In the composition in\the form of a multiplicity of individual units such as, e.g. 

10 pellets or minitablets. 



ri 



15 



39. A composition according to fclafm 37, wherein the two parts of the at least two parts 
are present in the composition inure form of a multiplicity of individual units such as, e.g. 
pellets or minitablets, and the twoypeite^dre in admixture. 

40. A composition according to clalfn\37 ( wherein at least one of the at least two parts 
comprising at least two drfferent typds of pellets, the first type of pellets corresponding to a 
first fraction and the second type of pellets corresponding to a second fraction. 



20 41. A composition according to claim 37, wherein the at least two parts of the composition 
comprise at least two different types of pellets, the first type of pellets corresponding to 
the first part and the second type of pellets corresponding to the second part. 

42. A composition according to claim 37 inVhe form of a multiple unit dosage form 
25 comprising at least two drfferent types of mifoitablets, the first type of minitablets 

corresponding to the first part and the second type of minitablets corresponding to the 
second part. 

43. A composition according to claim 37 furtheAcomprlsing a third part adapted to release 
30 desglymidodrine relatively fast from the composition. 



44. A composition according to claim 37 further comprising a fourth part adapted to 
release desglymidodrine from the composition 6-10, hours after administration. 
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45. A com position according to claim 37 further comprising a fourth part adapted to 
release desglymidodrine from th composition in the colon after oral intake. 

46. A pharmaceutical^ comprising a composition according to any of claims 25-28 and a 
5 controlled release composition according to any of claims 29-45. 

47. A pharmaceutical kit according to claim 46, comprising 

Hi) a relatively fast onset pharmaceutical composition according to any of claims 
10 25-28, wherein the composition is adapted to provide desglymidodrine in such 

a manner that a relatively fast therapeutically effective concentration of 
desglymidodrine is\ofttained after administration, and 
iv) a controlled releaseyram^ceutical composition according to any of claims 
29-45, wherein the copflposition is adapted to release desglymidodrine In such 
1 5 a manner that a therapeutically effective plasma concentration of 

desglymidodrine is maintained for at least about 2 hours, such as, e.g. at least 
about 3 hours, at least about 4 hours, at least about 5 hours, at least about 6 
hours, at least about 7 hours, at least about 8 hours or at least about 9 hours. 

20 48. A pharmaceutical kit according to daims 45 or 46, wherein the relatively fast onset 
pharmaceutical composition is selected from the group consisting of: oral solid dosage 
forms, nasal compositions, parenteral compositions, liquid compositions and the like, and 
the controlled release pharmaceutical composition is selected from the group consisting of 
oral solid dosage form, transdermal compositions, parenteral composition, vaginal 

25 compositions, ocular compositions and the like. 



49, A kit according to any of claims 46-48. wherein the relatively fast onset composition or 
part of the kit results in a peak or shoulder plasma concentration within 90 minutes such 

30 as, e.g., within 60 minutes, within 45 minutes, within 30 minutes, or within 20 minutes 
upon administration of the relatively fast onset composition. 

50. A kit according to any of claims 46-49, wherein \e relatively fast onset composition is 
a nasal composition. 

35 
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51. A kit according to claim 50, wherein the nasal composition comprises 
poly thyleneglycd and/or glycofurol as a nasal vehicle. 

52. A kit according tp claim 51, wherein the polyethyleneglycol is PEG 200 and/or PEG 
5 300. 

53. A kit according to dny claims 46-52, wherein the relatively fast onset composition is in 
the form of a liposomal composition. 

10 54. A kit according to anyW claims 46-49, wherein the relatively fast onset composition Is 
In the form of tablets such W e.g., melt tablets or sublingual tablets. 

55. A kit according to any of claims 46-49, wherein the relatively fast onset composition is 
ui a buccal, oral, or rectal compc 
w 15 

56. A kit according to any of claim^ 46-55, wherein desglymidodrine in relatively fast onset 
composition is present In an amolint of from 0.2 mg to 10 mg, preferably from 0.5 mg to 
7.5 mg such as in an amount of 0.^5 mg, 1 mg, 1.25 mg, 1.5 mg, 2 mg, 2.5 mg, 3 mg, 4 
mg or 5 mg. 

20 

57. A pharmaceutical kit comprising 

iii) a relatively fast onset pharmaceutical composition comprising midodrine, 
wherein the composition is adapted to provide midodrine in such a manner that 

25 a relatively fast therapeutically.effectlve concentration of midodrine Is obtained 

after administration, and \ ^ 

iv) a controlled release pharmaceutical composition according to any of claims ^ 
29^45, wherein the composition is adapted to release desglymidodrine in such 
a manner that a therapeutically effective plasma concentration of 

30 desglymidodrine is maintained for at least about 2 hours, such as, e.g. at least 

about 3 hours, at least about 4 hours, at least about 5 hours, at least about 6 
hours, at least about 7 hours, at least\about 8 hours or at least about 9 hours. 

58. A pharmaceutical kit comprising 

35 
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a relatively fast onset pharmaceutical comp sition according to any of claims 
25-28, wherein the composition is adapted to provide desglymidodrine in such 
a mannenthat a relatively fast therapeutically effective concentration of 
desglymidodrine is obtained after administration, and 
a controlled release pharmaceutical composition comprising midodrine, 
wherein the\composition is adapted to release midodrfne In such a manner that 
a therapeutically effective plasma concentration of mldodrine is maintained for 
at least aboutte hours, such as, e.g. at least about 3 hours, at least about 4 
hours, at leasttabout 5 hours, at least about 6 hours, at least about 7 hours, at 
least about 8 h&urs or at least about 9 hours. 



59. A method^Mreating a patient suffering from orthostatic hypotension and/or urinary 
incontinence^c^as^urinary stress incontinence, the method comprising administering an 
effective amount of desglymldoditine in the form of pharmaceutical composition according 
15 to any of claims 1-58 to a patiem tfi need thereof. 



60. A method according to claim \ 
place at wake-up time. 



srein an administration of the composition takes 



20 61. A method according to claim 59\ wherein an administration of the composition takes 
place In the morning. 

62. A method according to claim 59, wherein an administration of the composition takes 
place at in the middle of the day and in\the form of 1-2 tablets. 

\ 

63. A method according to any of claims 59-62, wherein the administration takes place 1- 
3 times daily. 

64. A method according to any of claims 5^62, wherein the administration takes place 1 
30 or 2 times daily. 



65. A method according to any of claims 59-62, wherein the administration takes place 
once daily. 
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66. A method accordinglto any of claims 69-62, wherein the administration of the relatively 
fast onset composition takes place 1- 6 times dally. 

67. A method for treating k patient suffering from septic shock, the method comprising 
5 administering an effective amount of desglymldodrine in the form of pharmaceutical 

composition according to any of claims 1-58 to a patient in need thereof. 

68. A method according to cfyim 67, wherein the composition is adapted for parenteral 
administration. 

10 

69. A method according to claims 67 and 68 further comprising a supplemental 
administration of a composition According to any of claims 1-59. 

70. Use of desglymidodrine or a flhartaaceutically acceptable salt thereof for the 
1 5 manufacture of a pharmaceutical torAosition for the treatment of septic shock. 




71 . A method for treating a patient dufjerin^ from a condition responsive to a t receptor 
stimulation, the method comprising Administering an effective amount of desglymidodrine 
in the form of pharmaceutical composition according to any of claims 1-58 to a patient in 

20 need thereof. 

72. Use of desglymidodrine or a pharmaceutical^ acceptable salt thereof for the 
manufacture of a pharmaceutical composition for the treatment of a condition responsive 
to ch receptor stimulation. 

25 

73. A method for treating a patient suffering from syncope, the method comprising 
administering an effective amount of desgilmidodrine in the form of pharmaceutical 
composition according to any of claims 1-58 to a patient In need thereof. 

30 74. Use of desglymidodrine or a pharmaceutical^ acceptable salt thereof for the 
manufacture of a pharmaceutical composltlonlfor the treatment of syncope. 

75. Use of desglymidodrine or a pharmaceutic!^ acceptable salt thereof for the 
manufacture of a pharmaceutical composition for the treatment of urinary incontinence 
35 such as urinary stress incontinence , 



